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d.) Remarks. 

Applicant has amended claims 1,17, 20, 42 and 51, and added new claims 54, 55 
and 56. Claims 1, 20 and 42 were amended to include aspects of claims 17 and 51, 
specifically, that the sequence of one of the PSA-specific primers comprises the sequence of 
SEQ ID NO 4. Claim 20 was further amended to indicate that the sequence of the other PSA- 
specific primer contains the sequence of SEQ ID NO 3, support for which can also be taken 
from claims 17 and 51. Claims 1, 20 and 42 were also amended to clarify the literal 
antecedent support within the claims for the terms "sensitivity" and "specificity." Claims 54, 
55 and 56 were added to recite that the PCR primer consists essentially of SEQ ID NO 4 or 3, 
or both. Finally, typographical errors were corrected in claims 17 and 51. No new matter has 
been added or new issues raised with these amendments and new claims. Claims 1-18, 20 
and 38-56 are currently pending. 

Remarks Regarding 35 U.S.C. § 103(a) 

Claims 1-18, 20 and 38-53 stand rejected, under 35 U.S.C. § 103(a), as allegedly 
obvious over Gao (Urology, 1999, 53: 714-721), in view of Terstappen (U.S. Patent No. 
6,365,362), Croce (U.S. Patent No. 5,674,682), Katz (U.S. Patent No. 5,840,494) and Tso 
(WO 97/38313). In addition, claims 1-18, 20 and 38-53 stand rejected, under 35 U.S.C. § 
103(a), as allegedly obvious over Gao, in view of Terstappen, Croce, Katz and Tso, and 
further in view of Buck (Biotechniques, 1999, 27(3): 528-536). Applicant respectfully 
traverses these rejections. 

Applicant respectfully incorporates all remarks made in prior amendments and 
responses. As was previously stated, Applicant respectfully asserts that the combinations of 
references cited by the examiner do not render Applicant's claims obvious. Applicant 
provides the following additional remarks in an attempt to make this position very clear. 

Applicant has review each of the cited references and the Examiner's comments in 
the Office Action and respectfully asserts that the specific aspects noted by the Examiner 
would not lead to Applicant's claimed invention. As has been stated a number of times 
previously by Applicant, one important aspect of the claimed invention has to do with "a 
sensitivity, which comprises the number of patients detected as having prostate cancer by 
said method/the number of patients with prostate cancer, of at least 80% or greater" (see 
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Claims 1 , 20 and 42 - all of the independent claims). At least this aspect has yet to be 
achieved in any combinations of the cited prior art. This level of sensitivity is believed to 
have been achieved at least due to the unique combination of steps and tools utilized in the 
claims. No cited prior art reference utilizes this same combination. In fact, Applicant 
respectfully asserts that, had any of the cited references been able to achieve this level of 
sensitivity or if such would have been achievable by one skilled in the art, the authors of 
these references would have most definitely stated so. No such statements were made by the 
authors anywhere in the cited references, but moreover, Applicant's unique combination of 
steps and tools are also absent. Therefore, to assert that Applicant's combination of steps and 
tools to achieve a sensitivity of 80% " and even greater" would be obvious is mere hindsight. 

The Examiner asserts in the Office Action that Gao discloses a method to detect 
PSA-expressing prostate cancer cells (see Office Action, page 4). Applicant respectfully 
agrees, but further notes that Gao does not disclose or suggest (or even claim to achieve) 
Applicant's claimed sensitivity of 80% or greater. Further, Gao does not utilize either the 
claimed steps or the tools claimed by Applicant in each and ever independent claim. 

The additional views of Terstappen, Croce, Katz and Tso add nothing to this 
argument, yet the Examiner's conclusion is that "all" of these references when taken together 
render the instant claims obvious. That simply cannot be the case. The fact that the 
combinations of references do not even disclose the unique aspects and achievements of the 
instant claims is in and of itself evidence of the non-obvious nature of the claimed invention. 
In response, however, the Examiner asserts that "any judgment of obviousness must be based 
on hindsight" which, of course, is absolutely correct. However, the following passage, to 
which the Examiner did not respond requires that such an analysis take into account "only 
knowledge which was within the level of ordinary skill in the art at the time the claimed 
invention was made and does not include knowledge gleaned only from applicant 's 
disclosure." The Examiner's only response to this was to assert that Applicant's claimed 
invention, including the results achieved, is inherent. This is hindsight because nowhere in 
the cited combinations are the method steps and the tools recited by Applicant disclosed or 
suggested. This construction was made on hindsight at least because if results as recited by 
Applicant were capable of being achieved in the cited references, the authors would have 
clearly and unequivocally so stated. Further, the Examiner dismissed the fact that each and 
every step of Applicant's claims (in order) are not recited in the combinations of references 
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and also dismissed the fact that the tools recited in the instant claims are also absent. To 
attribute these features to inherency is simply wrong. Accordingly, Applicant respectfully 
request that this rejection be withdrawn. But to highlight this flaw in the Examiner's 
reasoning, Applicant notes the Examiner's statements with regard to Croce and Tso. 

Tso is cited by the Examiner as disclosing Applicant's SEQ ID NO 3 as a sequence 
within Tso's SEQ ID NO 3. However, Tso has nothing to do with PCR amplification. SEQ 
ID of Tso is a 60 nucleotide sequence used to probe for the prostate specific membrane 
antigen. A probe is not the same as a PCR primer as the Examiner seems to have glossed 
over. Further, Applicant respectfully asserts that a 60-mer sequence would almost never be 
used as a PCR primer. PCR primers are typically smaller, on the order of 15-25 nucleotides 
in length. But also, the Examiner simply pulled Applicant's SEQ ID NO 3 from within Tso's 
SEQ ID NO 3. There was no teaching suggested, other than Applicant's disclosure that 
would lead one of ordinary skill to Applicant's SEQ ID NO 3. This is the very definition of 
hindsight, which is improper when determining questions of obviousness. 

Further, the Examiner alleges that Croce's SEQ ID NO 9 discloses Applicant's SEQ 
ID NO 4. This is also incorrect. The sequence to which the Examiner refers is a 25 
nucleotide sequence that "contains" part of Applicant's SEQ ID NO 3. Although Croce does 
identify his SEQ ID NO 9 as a PCR primer, there is no teaching suggestion that would lead 
one skilled in the art to Applicant's smaller sequence which Applicant has identified as SEQ 
ID NO 4. Again, this is the definition of hindsight. 

But also, these two sequences (Applicant's SEQ ID NO 4 vs. Croce's SEQ ID NO 9) 
are quite different. Applicant's sequence is missing 6 nucleotides from the 5' end that are 
present in Croce, but also has two additional nucleotides at it's 3' end that are absent from 
Croce: 

Applicant's SEQ ID NO 4, as set forth on page 9 of the specification comprises: 
5 '-CATCACCTGGCCTGAGGAATC-3 ' (the additional 2 NT's are emphasized). 

In contrast, Croce's SEQ ID NO 9 comprises: 
5'- TGGAGT CATCACCTGGCCTGAGGAA-3' (the additional 6 NT's are emphasized). 

These two sequences are clearly very different. But moreover, there is nothing in 
Croce specifically or in the combinations of references cited by the Examiner that would lead 
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one of ordinary skill in the art to find that use of Applicant's SEQ ID NO 3 would produce 
any different (much less better) result than the PCR primer of Croce's SEQ ID NO 9. Again, 
that determination must have come from hindsight reasoning. There is no teaching 
suggestion or motivation whatsoever in either of the combinations of references that would 
lead one of ordinary skill in the art, using only knowledge from when the instant application 
was filed, to Applicant's PGR primers. 

The Examiner states in the Office Action that use of the term "comprises" is open 
claim language and therefore Croce and Tso are relevant. This is incorrect. As stated above, 
Tso has to do with probes, not PCR primers. Applicant respectfully asserts that a 60-mer 
probe is not a PCR primer to one skilled in the art. Further, there is nothing in Tso about a 
60-mer probe that would provide a teaching suggestion or the necessary motivation to 
identify a subsequence within the 60 nucleotides that could produce superior results when 
used as a PCR primer. With regard to Croce, Croce does utilize PCR primers and Applicant 
uses the term "comprises," which is open. However, Croce's one PCR primer requires an 
additional sequence of 6 nucleotides on the 5' end and is missing 2 nucleotides of Applicant's 
SEQ ID NO 4 from the 3' end. Open language limits the claim to at least all of the bases of 
SEQ ID NO 4. It is not a matter of Croce disclosing SEQ ID NO 4 in addition to something 
else. Croce simply and unquestionably does not disclose all of the nucleotides of SEQ ID 
NO 4. In addition, Applicant's claimed invention utilizes a set of PCR primers. The 
examiner has again chosen sequences from the cited references using Applicant's 
specification as a guide. Again the Examiner's reasoning evidences the use of improper 
hindsight. 

Further, Applicant's claimed invention recites a set of PCR primers. Yet the 
Examiner has chosen one sequence from one reference and a second sequence from another 
reference. There is nothing in either of these references that would suggest that these two 
sequences be used together as the set of primers for PCR amplification. Again this reasoning 
is improper hindsight by the Examiner whereby the instant specification was used as a guide. 

Thus, Tso and Croce do not disclose or suggest Applicant's SEQ ID NOs 3 and 4 
and the combinations of cited references do not read on the instant invention, as asserted by 
the Examiner at the bottom of page 7 of the Office Action. 

As has also been explained in prior responses, all of which are hereby incorporated, 
the sensitivity element of each of these independent claims is neither disclosed nor suggested 
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in any of the cited references. In fact, the Examiner has again admitted that "the prior art 
does not disclose that the sensitivity is at least 80% or greater." Office Action at page 5, first 
sentence of first full paragraph. The Examiner erroneously alleges that this sensitivity 
element can be interpreted as being inherent because it "is recited in a wherein clause." Id, 
Applicant maintains that the Examiner has speciously combined six references to contrive the 
elements of the previously presented claims using sheer hindsight; this is not enough to create 

a prima facie case for obviousness. KSR Int'l v. Teleflex, Inc., 550 U.S. , Slip op. 14 

(2007). 

Nevertheless, solely to expedite prosecution, Applicant has incorporated SEQ ID NO 
4 into independent claims 1, 20 and 42. Further, claims 54-56 were added to make clear that 
Applicant's invention includes PCR primers that consist essentially of SEQ ID NOs 3 or 4, or 
both. "In relying upon the theory of inherency, the examiner must provide a basis in fact 
and/or technical reasoning to reasonably support the determination that the allegedly inherent 
characteristic necessarily flows from the teachings of the applied prior art." Ex parte Levy, 17 
USPQ2d 1461, 1464 (Bd. Pat. App. & Inter. 1990) (emphasis in original). The incorporation 
of the SEQ ID NO 4 limitation in the set of PSA-specific primers emphasizes the absence 
from the prior art of the physical and biochemical elements employed in the claimed method. 
Furthermore, at least the claimed resultant sensitivity can also consequently not be said to 
flow from the teachings of the combinations of the cited references. 

For at least these reasons, Applicant respectfully requests that these rejections be 
withdrawn. 
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Conclusion 

In view of the foregoing amendments and/or remarks, reconsideration of the 
application and issuance of a Notice of Allowance is respectfully requested. 

If there are any issues remaining which the Examiner believes could be resolved 
through either a Supplemental Response or an Examiner's Amendment, the Examiner is 
respectfully requested to contact the undersigned at the number below. 

Should additional fees be necessary in connection with the filing of this Responsive 
Amendment, or if a petition for extension of time is required for timely acceptance of same, 
the Commissioner is hereby authorized to charge Deposit Account No. 14-1437 for any 
such fees, referencing Attorney Docket No. 8124.003.US; and Applicant hereby petitions 
for any needed extension of time not otherwise accounted for with this submission. 
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